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LISTING OF CLAIMS 



This listing of claims will replace af! prior versions and listings of claims in the application: 

1 . (Currently Amended) A method of making a substituted pyrazolopyrimidine, or 
pharmaceuticaiiy acceptable salt thereof, wherein the substituted pyrazolopyrimidine is a compound of 



Ri is selected from the group consisting of hvdroaen. fluoro. chloro. bromo, formvl. carboxvl, cvano, 
hvdroxymethvl. N-hvdroxvformimidoyl and RdCO- wherein R4 is selected from the group consisting of 
hvdroaen: alkvifCi-Cts): alkoxvfd-Cs): unsubstituted phenyl: phenyl mono- or disubstituted bv halogen, 
alkvlfCi-Ca) oralkoxvfCi-Ca): phenyl, phenyl substituted bv trifluoromethvl, alkvlthiofCi-C 3 ), 
alkvlaminofCi-Cs). dialkvlaminofCi-C-tl. methvienedioxv, alkvlsuifonvifCi-C.Vl or alkanoylamino(Ci-C3); 
naohthalenvi: thiazolvi: biphenvl: thienyl: furanvl: pyridinvi: substituted thiazolvl; substituted biphenyl; 
substituted thienvl: and substituted pyridinvl. wherein the substituents are selected f rom one or two of the 
groups consisting of halogen, alkvl(Ci-C3) and aikoxy(Ci-C3); 

R? is selected from the group consisting of hydrogen, fluoro, chloro, bromo, cvano. cvanomethyl, 
carbamoyl or alkvl (C1-C3): and 

R 3 is selected from the group consisting of phenyl: o-trifluoromethvlphenvl; m -trifluoromethylphenyl; 
m-methoxvphenvl: pyridvl: pvridvl N-oxide: thienyl: furanvl: and substituted phenyl, w herein one or more of 
the positions is substituted bv a group represented by Formula II 



Formula I, 




Formula I 



wherein 




Formula II 



wherein 



2 



1675 WO/US 



Rs is selected from the group consisting of hvdroaen. alkvl(Ci-Cn). alkenvlKk-Qri. alkvnvl, 
cvdoalkvKCa-Cslmethvl. -CHyOCHa. -CH ? CH20CH 3 .-CH?CH?OH. -CH?CHOHCH?OH. and 
-rCH2CH2Q1n=m-i2o; and 

Rds selected from the group consisting of a!kvl(Ci-Cfi). cvcloalkvlfCa-Ce). -O-alkyl(Ci-Ce). 
-NH-alkvi(Ci-C 3 V -N-dlalkvlfCi-CaV -(CH^nO-alkvlfCi-Ca). -fCH2)nNH-alkvlfCi-Ca) a nd -fCH?)nN-dialkvl(Ci- 
CaV where n is an integer 1 to 3 inclusive; 

the method comprising reacting an aminopyrazole compound or a salt thereof with a substituted 1- 
oxo-2-propenyl-compound or a salt thereof under acidic conditions in a reaction medium including a two- 
phase mixture of an aqueous solution and a water-immiscible organic liquid. 

2. (Original) The method of claim 1 wherein the reaction mixture further includes at least one 
phase-transfer agent. 

3. (Previously Presented) The method of claim 1 wherein the aqueous phase includes a 
water-soluble salt. 

4. (Original) The method of claim 3 wherein the water soluble salt includes a salt selected 
from the group consisting of sodium chloride, sodium bromide, sodium sulfate, sodium hydrogen 
phosphate, sodium dihydrogen phosphate, sodium phosphate, sodium acetate, ammonium acetate, sodium 
tartrate, sodium benzoate, sodium phthalate and mixtures thereof, 

5. (Currently Amended) The method of claim 1 wherein the acidic conditions are prepared by 
the addition of at least one acid includ i ng an acid selected from the group consisting of at least one mineral 
acid, at least one organic acid and mixtures[[,]] thereof. 

6. (Currently Amended) The method of claim 5 wherein the at least one acid includes aUeast 
ene an acid selected from the group consisting of hydrochloric, hydrobromic, hydrofluoric, sulfuric, acetic, 
formic, methanesulfonic, p-toluenesulfonic, trifluoroacetic, hexanesulfonic, heptafluorobutyric, perchloric, 
nitric, phosphoric acid and mixtures thereof. 

7. (Original) The method of claim 1 wherein the aqueous phase includes water. 
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8. {Currently Amended) The method of claim 1 wherein the aqueous phase includes at least 
one water miscible solvent or polymer selected from the group consisting of formamide, acetamide, 1- 
methyl-2-pyrroiidinone, dimethvlformamide f DMF), dimethvlacetamide ( DMAC), dimethvlsulfoxide ( DMSO), 
hexamethylphosphoramide, hexamethylphosphortriamide, methylsulfone, sulfolane, 1-methylpropandiol, 
methanol, ethanol, propanol, butanol, acetonitrile, propionitrile, tetrahvdrofuran ( THF), glycol ethers, 
acetone, dioxane, nitromethane, nitroethane, polyethylene glycol, polyoxyethylene, polyglycerol, 
polyvinylpyrrolidone, polyvinyl alcohol and mixtures thereof. 

9. (Currently Amended) The method of claim 1 wherein the water immiscible organic liquid 
includes an organic liquid selected from the group consisting of chloroform, dichloromethane, hexane and 
hoxan o compounds , heptane, cyclohexane, methylcyclohexane, anisole, fluorobenzene, chlorobenzene, 
toluene, xylene and xylono compounds , diethylether, tert-butylmethylether, n-propyi formate, ethyl acetate, 
butyl acetate, propyl acetate, isoamyi acetate, 2-butanone, 2-hexanone, 3-methyl-2-pentanone, 4-methyl-2- 
pentanone, pinacolone, 2-heptanone, acetophenone, cyclohexanone, cyclopentanone, long-chained 
alcohols, for o xamp l o; d o cano l , dod e cano l and mixtures thereof. 

1 0. (Currently Amended) The method of claim 1 further including extracting the substituted 
pyrazolopyrimidine from the water immiscible organic liquid. 

1 1 . {Currently Amended) The method of claim 1 0 further included recrystallizing the extracted, 
substituted pyrazolopyrimidine. 

12-16. (Canceled) 

17. (Currently Amended) The method of claim 2 wherein the at least one phase transfer agent 
is selected from the group consisting of: A l iquat® 336, ALKAMOL®s, Polyethylene(PEG) esters and 
diesters, polypropylene glycol (PPG) and PEG-PPG copolymers, tetraalkylammonium salts, 
tetraalkylphosphonium salts, N-alkylpyridinium salts, sodium stearate, sodium palmitate, sodium laurate. 

18-27. (Canceled) 
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28. (Currently Amended) The method of claim 45-1_wherein Formula I is selected from the 
group consisting of: 

N-[3-(3-cyanopyrazolo[1,5-a]pyrimidin-7-yl)phenyl]-N-ethylpropanamide; 

N-[3-(3-cyanopyrazolo[1,5-a]pyrimidin-7-yl)phenyl]-N-ethylacetamide; 

N-^-tS-cyanopyrazoloII.S-alpyrimidin^-ylJphenyll-N-propylacetamide; 

N-[3-(3-cyanopyrazolo[1,5-a]pyrimidin-7-yl)phenyl]-N-(polyethyleneglycol)acetamide; 

N-[3-(3-cyanopyrazolo[1,5-a]pyrimidin-7-yl)phenyl]-N-(methoxyethyl)acetamide; 

N-[3-(3-cyanopyrazolo[1,5-a]pyrimidin-7-yl)phenyl]-N-(hydroxyethyl)acetamide; 

N-[3-{3-cyanopyrazolo[1,5-a]pyrimidin-7-yl)phenyl]-N-(1',2'-propanediol)acetamide; 

N-IS-tS-cyanopyrazoloILS-alpyrimidin^-yOphenyll-N-tl'-propanolJacetamide; 

N-[3-(3-cyanopyrazolo[1,5-a]pyrimidin-7-yl)phenyl]-N-(2'-propanol)acetamide; 

[3-(3-cyanopyrazolo[1,5-a]pyrimidin-7-y!)phenyl]methylcarbamic acid, methyl ester; 

7-[3-[(methoxycarbonyl)methylamino]phenyl]pyrazo!o[1 ,5-a]pyrimidine-3-carboxylic acid, ethyl 

ester; 

[3-(3-cyanopyrazolo[1,5-a]pyrimidin-7-yl)phenyl]ethylcarbamic acid, methyl ester; 

ethyl(3-pyrazolo[1,5-a]pyrimidin-7-ylphenyl)carbamic acid, ethyl ester; 

[3-{3-chloropyrazolo[1,5-a]pyrimidin-7-y!)phenyl]ethylcarbamic acid, ethyl ester; 

N-[3-(3-cyanopyrazolo[1,5-a]pyrimidin-7-yl)phenyl]-N-2-propenylacetamide; 

N-[3-(3-cyanopyrazolo[1,5-a]pyrimidin-7-yl)phenyl]-N-2-propynylacetamide; 

N-[3-(3-cyanopyrazolo[1,5-a]pyrimidin-7-y!)phenyl]-N-methylacetamide; 

7-{3-pyridyl)pyrazolo[1,5-a]pyrimidine; 

7-(3-pyridyl)pyrazolo[1,5-a]pyrimidine-3-carbonitrile; 

2-ethyl-7-(3-pyridyl)pyrazolo[1,5-a]pyrimidine-3-carbonitrile; 

7-(3-pyridyl)pyrazolo[1 ,5-a]pyrimidine-3-carboxylic acid ethyl ester; 

2- ethyl-7-(3-pyridyl)pyrazolo[1,5-a]pyrimidine-3-carboxylic acid ethyl ester; 
7-(3-thienyl)pyrazolo[1 ,5-a]pyrimidine-3-carboxylic acid ethyl ester; 
7-(3-thienyl)pyrazolo[1,5-a]pyrimidine-3-carbonitrile; 
6-methyl-7-(3-pyridyl)pyrazolo[1,5-a]pyrimidine"3-carbonitrile; 

3- b romo-7-(3-py ridyl) py razolo[1 , 5-a] pyrl m id i ne; 
S-chloro^-pyridyOpyrazolon^pyrimidine; 
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7-(3-pyridyl)pyrazoio[1 ,5-ajpyrimidine, pyridine-1 -oxide; 

2-methyl-7-(3-pyridyl)pyrazolo[1 J 5-a]pyrimidine-3-carbonitrile; 

2,6-dimethyl-7-(3-pyridyl)pyrazolo[1,5-a]pyrimidine-3-carbonitrile; 

2- m ethy l-7-(3-py ridyl) py razo!o[1 , 5-a] py ri m idi ne-3-carboxy I ic acid ethyl ester; 
N-[3-(3-benzoylpyrazoio[1,5-a]pyrimidin-7-yl)phenyl]-N-methyicyclobutanecarboxamide; 
N-[3-(3-benzoyipyrazolo[1,5-a]pyrimidin-7-yl)phenyl]-N-methylcyclopropanecarboxamide; 
[3-(3-benzoylpyrazolo[1,5-a]pyrimidin-7-yl)phenyl]methylcarbamic acid, methyl ester; 
N-methyl-N-[3-[3-(2-thienylcarbonyl)pyrazolo[1 J 5-a]pyrimidin-7-yl]phenyl]- 

cyclopropanecarboxamide; 

[3-(3-benzoylpyrazolo[1,5-a3pyrimidin-7-yl)pheny]]methylcarbamic acid, methyl ester; 

[S-tS-benzoylpyrazolotl.S-ajpyrimidin^-ylJphenyljethylcarbamic acid, ethyl ester; 

N-2-propenyl-N-[3-[3-(2-thienylcarbonyl)pyrazolo[1,5-a]pyrimidtn-7-yl]phenyi]acetamide; 

ethyl[3-[3-(2-thienylcarbonyi)pyrazoio[1,5-a]pyrimidin-7-yl]phenyl]carbamic acid, ethyl ester; 

N-[3-{3-benzoylpyrazolo[1,5-a]pyrimidin-7-yl)phenyl3-N-2-propenylacetamide; 

N-[3-(3-benzoylpyrazoio[1,5-a]pyrimidin-7-yl)phenyl]-N-2-propyny!acetamide; 

N-methyl-N-(3-{3-[2-thienylcarbonyl]pyrazolo[1,5-a]-pyrimidin-7-yl}phenyl)acetamide; 

7-(a,a,a-trifluoro-m-tolyl)pyrazolo[1,5-a]pyrimidine-3-carbonitrile; 

ethyl 7 (a,a,a-trifluoro-m-tolyl)pyrazolo[1 ,5-a]pyrimidine-3-carboxylate; 

methyl 7-(a,a,a-trif!uoro-m-tolyi)pyrazolo[1 ,5-a]pyrimidin-3-yl ketone; 

7-(a J a,a-trifluoro-m-to!yl)pyrazolo[1,5-a]pyrimidine-3-carboxaldehyde oxime; 

7-{m-methoxyphenyl)pyrazolo[1,5-a]pyrimidine-3-carbonitrile; 

3- (methoxymethyl)-7-(a,a,a-trifluoro-m-tolyl)pyrazoio-[1 ,5-a]pyrimidine; 
3-bromo-7-(a,a,a-trifluoro-m-tolyl)pyrazolo[1,5-a3pyrimidine; 

2- cyano-7(a,a,a-trifluoro-m-to[yl)pyrazolo[1,5-a]pyrimidine-3-carbonitrile; 

3- cyano-7-(a,a,a-trifluoro-m-tolyl)pyrazo!o[1,5-a]-pyrimidine-2-acetonitri!e; 
3-methyl-7-(a,a,a-trifluoro-m-tolyl)pyrazolo[1,5-a]pyrimidlne; 

ethyl 7-(m-toiyl)pyrazolo[1 ,5-a]pyrimidine-3-carboxylate; 
ethyl 7-(3,4-xyiyl)pyrazoio[1 ,5-a]pyrimidine-3-carboxylate; 
ethyi 7-(p-ethylpheny!)pyrazo!o[1,5-a]pyrimidine-3-carboxy!ate; 
ethyl 7-(3,4-dimethoxyphenyl)pyrazolo[1,5-a]pyrimidine-3-carboxylate; 
7-(m-Fluorophenyl)pyrazolo[1,5-a3pyrimidine-3-carbonitrile; 
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5-Phenylpyrazolo[1 ,5-a]pyrimidine; and 
5-(a,a,a-Trifluoro-m-tolyl)pyrazolo[1,5-a]pyrimidine. 

29. (Currently Amended) The method of claim 1 , wherein the substituted pyrazolopyrimidine is 
za l oplon /V-f3-f3-cvanopvrazolo[1,5-a1-pvrimidin-7-vlbhenvl)-A/-ethvlacetamide , and further wherein the 
method comprises: 

reacting N-[3-[3-(dimethylamino)-1-oxo-2-propenyl]phenyl]-N-ethylacetamide with 3-amino-4- 
cyanopyrazole under acidic conditions in a reaction medium including a two-phase mixture of an aqueous 
solution and a water-immiscible organic liquid. 

30. (Currently Amended) The method of claim 29 wherein the reaction mixture further includes 
at least one phase transfer agent selected from the group consisting of A l iquot® 336, ALKANOL®s , 
Polyethylene(PEG) esters and diesters, polypropylene glycol (PPG) and PEG-PPG copolymers, 
tetraalkylammonium salts, tetraalkylphosphonium salts, N-alkylpyridinium salts, sodium stearate, sodium 
palmitate, sodium laurate. 

31. (Canceled) 

32. (Previously Presented) The method of claim 29 wherein the aqueous phase includes a 
water soluble salt selected from the group consisting of sodium chloride, sodium bromide, sodium sulfate, 
sodium hydrogen phosphate, sodium dihydrogen phosphate, sodium phosphate, sodium acetate, 
ammonium acetate, sodium tartrate, sodium benzoate, sodium phthalate and mixtures thereof. 

33. (Original) The method of claim 29 wherein the acidic conditions are prepared by the 
addition of at least one acid including an acid selected from the group consisting of at least one mineral 
acid, at least one organic acid and mixtures thereof. 

34. (Original) The method of claim 33 wherein the at least one acid includes at least one acid 
selected from the group consisting of hydrochloric, hydrobromic, hydrofluoric, sulfuric, acetic, formic, 
methanesulfonic, p-toluenesulfonic, trifluoroacetic, hexanesulfonic, heptafluorobutyric, perchloric, nitric, 
phosphoric acid and mixtures thereof. 
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35. (Original) The method of claim 29 wherein the aqueous phase includes water. 

36. (Currently Amended) The method of claim 29 wherein the aqueous phase includes at least 
one water miscible solvent or polymer selected from the group consisting of formamide, acetamide, 1- 
methyl-2-pyrrolidinone, dimethvlformamide ( DMF), dimethvlacetamide ( DMAC), dimethylsulfoxide (DMSQ), 
hexamethylphosphoramide, hexamethylphosphortriamide, methylsulfone, suifolane, 1-methylpropandiol, 
methanol, ethanol, propanol, butanol, acetonitrile, propionitrile, tetrahvdrofuran ( THF), glycol ethers, 
acetone, dioxane, nitromethane, nitroethane, polyethylene glycol, polyoxyethylene, polyglycerol, 
polyvinylpyrrolidone, polyvinyl alcoho! and mixtures thereof. 

37. (Currently Amended) The method of claim 29 wherein the water immiscible organic liquid 
includes an organic liquid selected from the group consisting of chloroform, dichloromethane, hexane and 
hoxano compounds, heptane, cyciohexane, methylcyclohexane, anisole, fluorobenzene, chiorobenzene, 
toluene, xylene and xyl o no compounds , diethylether, tert-butylmethylether, n-propyl formate, ethyl acetate, 
butyl acetate, propyl acetate, isoamyl acetate, 2-butanone, 2-hexanone, 3-methyl-2-pentanone, 4-methyl-2- 
pentanone, pinacolone, 2-heptanone, acetophenone, cyclohexanone, cyclopentanone, long-chained 
alcohols, for oxamplo; docanol, dodooano l and mixtures thereof. 




38. (Currently Amended) The method of claim 29 further including extracting the za ie p l on Afc 
f3-(3-cvanopvrazolof1.5-a1-pvrimidin-7-vtohenvlVA/-ethvlacetamide from the water immiscible organic 
liquid. 

39. (Currently Amended) The method of claim 38 further included recrystallizing the extracted 
zatepteft JV-f3-f3-cvanopvrazolof1 .5-a1-pvrimidin-7-vlbhenv l)-A/-ethvlacetamide. 

40. (Currently Amended) The method of claim 1 , wherein the substituted pyrazolopyrimidine is 
Indiplon™ A/-methvl-A/-[3-[3-[2-thienvlcarbonvilPvrazolo[5,1-a l-pvrimidin-7-vllphenyllacetamide, and further 
wherein the method comprises: 




8 



1675 WO/US 



reacting N-[3-[3-(dimethylamino)-1-oxo-2-propenyl]phenyl]-N-methylacetamide with (3-amino-1H- 
pyrazol-4-yl)-2-thienylmethanone under acidic conditions in a reaction medium including a two-phase 
mixture of an aqueous solution and a water-immiscible organic liquid. 

41 . (Currently Amended) The method of claim 40 wherein the reaction mixture further includes 
at least one phase transfer agent selected from the group consisting of Aliquot® 336, ALKANOL®s, 
Polyethylene(PEG) esters and diesters, polypropylene glycol (PPG) and PEG-PPG copolymers, 
tetraalkylammonium salts, tetraalkylphosphonium salts, N-alkylpyridinium salts, sodium stearate, sodium 
palmitate, sodium laurate. 

42. (Canceled) 

43. (Previously Presented) The method of claim 40 wherein the aqueous phase includes a 
water soluble salt selected from the group consisting of sodium chloride, sodium bromide, sodium sulfate, 
sodium hydrogen phosphate, sodium dihydrogen phosphate, sodium phosphate, sodium acetate, 
ammonium acetate, sodium tartrate, sodium benzoate, sodium phthalate and mixtures thereof. 

44. (Original) The method of claim 40 wherein the acidic conditions are prepared by the 
addition of at least one acid including an acid selected from the group consisting of at least one mineral 
acid, at least one organic acid and mixtures thereof. 

45. (Original) The method of claim 44 wherein the at least one acid includes at least one acid 
selected from the group consisting of hydrochloric, hydrobromic, hydrofluoric, sulfuric, acetic, formic, 
mefhanesulfonic, p-toluenesulfonic, trifluoroacetic, hexanesulfonic, heptafluorobutyric, perchloric, nitric, 
phosphoric acid and mixtures thereof. 

46. (Original) The method of claim 40 wherein the aqueous phase includes water. 

47. (Currently Amended) The method of claim 40 wherein the aqueous phase includes at least 
one water miscible solvent selected from the group consisting of formamide, acetamide, 1-methy!-2- 
pyrrolidinone, dimethvlformamide ( DMR, dimethvlacetamide ( DMAC), dimethylsulfoxide (DMSO), 
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hexamethylphosphoramide, hexamethylphosphortriamide, methylsuifone, sulfolane, 1-methylpropandio!, 
methanol, ethanol, propanol, butanol, acetonitrile, propionitrile, tetrahvdrofuran ( THF), glycol ethers, 
acetone, dioxane, nitromethane, nitroethane, polyethylene glycol, polyoxyethylene, polyglycerol, 
polyvinylpyrrolidone, polyvinyl alcohol and mixtures thereof. 

48. (Currently Amended) The method of claim 40 wherein the water immiscible organic liquid 
includes an organic liquid selected from the group consisting of chloroform, dichloromethane, hexane an4 
hoxano compounds, heptane, cyclohexane, methylcyclohexane, anisole, fluorobenzene, chlorobenzene, 
toluene, xylene and xy l ono compounds , diethylether, tert-b uty I m eth y lether, n-propyl formate, ethyl acetate, 
butyl acetate, propyl acetate, isoamyl acetate, 2-butanone, 2-hexanone, 3-methyl-2-pentanone, 4-methyl-2- 
pentanone, pinacolone, 2-heptanone, acetophenone, cyclohexanone, cyclopentanone, long-chained 
alcohols, for o xamplo; docanoi, dodocanoi and mixtures thereof. 

49. (Currently Amended) The method of claim 40 further including extracting lndiplon™ fa 
methvl-/V-[3-r3-r2-thienvlcarbonvnpvrazolof5,1-al-pvrimidin-7-vllohenvllacetamide from the water immiscible 
organic liquid. 

50. (Currently Amended) The method of claim 40 further included recrystallizing the extracted 

51 . (Currently Amended) The method of Claim [[15]] 1 , wherein the aminopyrazole compound 
comprises a compound of Formula 111: 

H 




Formula 111. 



52. (Currently Amended) The method of Claim [[15]] 1, wherein the substituted 1-oxo-2- 
propenyl-compound comprises a compound of Formula IV: 
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Formula IV 

wherein P is selected from the group consisting of-Qae-OAc, -OR, -SR and -NR'R; and 
R and R are selected from the group consisting of hydrogen, alkyl(Ci-Ce) and cyclic alkyl. 
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